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From: Matthew Day </O=TEVA/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDI BOHF23SPDLT)/CN=RECIPIENTS/CN=MDAY>

To: Abbas Ebrahim, MD
Sent: 1/8/20151:55:20 PM
Subject: PAIN-40128—PM ERSG Video Script_TO CLIENT 01 07 15.docx
Attachments: PAIN-40128—PM ERSG Video Script_TO CLIENT 01 07 15.docx

Hi Abbas,

Attached is an example of how we need to rewrite the document prior to PARC submission.

Can you work on this in the morning and we can touch base at lunch.

I now have a forecast meeting at 9am.

Sorry for the inconvenience,

Matt

Confidential TEVA MDL A 08652504

P-2798700002



PAIN-40128 Pain Matters: Evolving Roles, Same Goals Video Script

Part 1— Program Introduction and Overview

# Slide Narration

1. ^

PAIN \

Gudin

Hello, my name is Jeff Gudin. I'm the

director of pain management and

palliative care at the Englewood

Hospital and Medical Center in

Englewood, New Jersey, and also a

clinical Instructor of anesthesiology at

the Icahn School of Medicine at

Mount Sinai.

I want to welcome you to our

program, titled "Evolving Roles, Same

Goals: The Changing Landscape of

Pain Management."

M ATTERS

EVOLVING ROLES, SAME GOALS:

The Changing Landscape. of Pain Management

2 Gudin

Before we get started, I want to

introduce you to our faculty for the
program.

Argoff

I'm Charles Argoff, a professor of

neurology at Albany Medical College

and director of the Comprehensive

Pain Center at Albany Medical Center

In Albany, New York.

Brennan

I'm Michael Brennan. I'm the medical

director and chief medical officer of

the Pain Center of Fairfield in

Fairfield, Connecticut.

I'm also associate medical director for

the Chronic Pain and Recovery Center

at the Silver Hill Hospital in New

Canaan, Connecticut.

Gudin

Welcome gentlemen.

Argoff and Brennan

Glad to be here.

Faculty Introductions
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3 Gudin
I also want to let you, our audience,
know that this program was
developed by Teva Pharmaceuticals,
that the three of us are presenting on
behalf of Teva, and that we have
been compensated by Teva to
develop this presentation.

Disclosures

This promotional program was developed by Teva and the
faculty are presenting on behalf of Teva

The faculty have received compensation from Teva to make
this presentation

4 Gudin
Over the course of this program, we
will discuss some of the issues we all
deal with on a day-to-day basis.
Specifically, we'll take a look at
treatment options, focusing on
opioids. As we all know, opioids are
used to treat

Program Overview

I odays objectives:
- Outline some of the options for pain management,

focusing on the role of opioids
• Although efficacious, opioids are subject to misuse. abuse,

and diversion

- Consider the role of HCPs, patients, and government
as part of a multifaceted approach to address these
issues

- Discuss how industry may play a role in augmenting a
multi-faceted approach through the development of
abuse-deterrentopioid formulations
• Review FDA draft guidance on their development

paincommonly
but abuse can occur areefficacious,

subject to misuse, abuse, and
diversion. As such, it's important that
we, as pain practitioners, understand
when and how to use them.

We will also examine a multifaceted
approach to addressing issues
associated with opioids, and how
HCPs, patients, and the government
can help in safeguarding medications.

Finally, we'll take a look at how the
development of abuse deterrent
opioids may play a role in this
multifaceted methodology, taking
information from the 2013 FDA Draft
Guidance on this topic.

2

Comment [MD1]t How do you safe guard
medicines?
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Part 2 — Complexities in Pain Management
Gudin
Hi, I'm Jeff Gudin and I am going to 
start this program by talking about
some of those day-to-day challenges
a practitioner may face when it
comes to prescribing opioids.

5

1 PAIN

M ATTERS
\

COMPLEXITIES IN PAIN MANAGEMENT

w

w ~s~

6 Gudin
Chronic pain constitutes a significant
medical need in the United States.
We recognize that patients are living
longer with chronic illness, surviving
their trauma or cancer, and suffering
with multiple comorbidities that all
have pain in common.

We know that pain affects over 100
million Americans and costs this
country a significant amount of
money, estimated at over 600 billion
dollars annually in direct costs and
lost productivity. And we know that
there's a cost to patients as well, that
chronic pain may impact routine
activities.

Now, we know there are a few
choices for analgesic medications,
and opioid analgesics represent an
important tool in our chronic pain
arsenal. Unfortunately, with the
expanding use of opioid analgesics,
an epidemic of prescription opioid
abuse has resulted due to the
diversion of these powerful
analgesics to the non-patient
population.

One of the challenges for those of us

Introduction
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aRada a~r ,ap miaa~ ~nan=ana 
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who treat pain patients has been how
to utilize these important analgesics
safely and effectively. And what
we've recognized is that there's no
simple solution. A multifaceted
approach is needed to make sure that
pain management is adequately
provided to patients who need it,
while we also deal with issues such as
abuse, misuse, and diversion of these
substances.

We've developed strategies to deal
with opioid abuse, most notably
focused around educating the many
parties involved. The pharmaceutical
industry has also stepped up and is
trying to play a role in preventing the
misuse and abuse of prescription
analgesic medications.

One way that they've done this is
through the development of abuse
deterrent formulations. And anytime
we treat patients, always in the back
of our heads as clinicians is, we have
to balance our treatments. So we
have to provide patients with
adequate analgesia, but minimize the
adverse events associated with those
medications, and not just
physiological adverse effects, but also
the adverse effects of opioid abuse,
misuse, and/or diversion.

4
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7 Gudin
I mentioned before that opioids are
certainly an important analgesic
option in the chronic pain
management world. This has been
recognized over time. And if you look
at this chart, starting in the early
1990s, taking us up to 2013, you
could see that there has been a slow,
yet progressive increase in the
amount of opioids dispensed by retail
pharmacies in the United States.
Again, this has to do with our
improved abilities to assess pain and
our willingness to treat chronic pain
with a treatment regimen that
includes opioids.

Unfortunately, the greater volume of
opioid analgesics has also resulted in
issues related to misuse or diversion
of these important analgesics.

Opioids An Important Analgesic Option

L

=

Opioid Prescriptions
United

Dispensed
States,

by
1991-2013

Retail Pharmacies—

8 Gudin
Beyond increased misuse and
diversion, there has also been an
increase in deaths due to drug
overdose. As you can see in this
chart, prescription opioids outrank
both heroin and cocaine combined as
a cause of death here in the United
States.

Looking at the slope of these curves,
you see that drug overdose deaths
due to prescription opioid use has
outpaced heroin and cocaine,
highlighting the need to develop
strategies to prevent prescription
opioid misuse and abuse.

It's important for clinicians to
recognize that the majority of these
deaths are unintended. These are
not suicide attempts. These are

Unintended Consequences of Abuse

190°°

DrugOverdose Deaths by Major Drug Type—
United States, 1999-2010
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people who escalate their doses of

opioids, usually combined with
alcohol or other central nervous
system depressants, and
unintentionally die because opioids
contributed to their respiratory

depression.

9 Gudin
David Fishbain, a renowned academic
pain psychiatrist from the University
of Miami, conducted an evidence-
based review of the chronic pain
literature, focused on patients with
non-cancer and non-malignant pain
who were receiving chronic opioid
analgesic therapy. He looked at 67
different studies that evaluated the
abuse or addiction rate, aberrant
drug-related behaviors, and urine
toxicology testing.

And what he found is that only 3.27
percent of patients being treated
with chronic opioid therapy had a

high likelihood of abuse or addiction
with their opioid analgesics. Most
notably, he found a 25 times lower
rate of abuse or addiction in patients
who didn't have a prior history of
abuse or addiction.

This is an important data set for us to
recognize that the risk is clearly
greater in patients with a previous
history of abuse or addiction and that
it's relatively low for patients with
chronic non-malignant pain who
don't have a previous history of
addiction.

What Is the Scope of Intended Abuse/Addiction?

oalade-adf.on,ane„denae-baedrevldwcfeheenkP ,n 0e
with nonmalignant pain eivin9 chronic opioltlenelge4c therapy
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10 Gudin
Here we see data from the Substance
Abuse and Mental Health Services
Administration, or SAMHSA.

We all know that the most common
initial source of opioids for
nonmedical use comes from a friend
or family member for free, but as the
frequency of non-medical use
increases, the opioid becomes more
likely to come from a clinician,
highlighting the need for us to
educate and empower our patients to
use their medication appropriately.

This brings us to the end of our
discussion on some of the
complexities clinicians face in pain
management, and I hope you found
this chapter informative.

Please return to the main menu and
select the next chapter to hear Dr.
Argoff tell you more about the role
that clinicians and others can play in
addressing opioid abuse.

Source of Opioid Diversion with Increasing Non-medical Use'

• Although
through
nonmedical

*~

the most common initial source of opioids for nonmedical use is
Mends and family', the primary source changes with increased

se=
Most Common Source of Oploltl by
Frequency of Nonmedical Use

n mw,monrn or nnnmealwuw
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Part 3 — Addressing Opioid Abuse: A Multi-Faceted Approach

Argoff
I'm Charles Argoff, a professor of

neurology at Albany Medical College
and director of the Comprehensive
Pain Center at Albany Medical Center
in Alban New York.Y'

In the previous chapter, you heard Dr.

Jeff Gudin discuss some of the
challenges we face with balancing the
need for effective pain management
with some of the dangers of
prescription opioid use. To continue
this conversation, I'll focus on how
we can address opioid abuse with a
multifaceted approach.

11

PAIN
MATTERS

ADDRESSING OPIOID ABUSE:
A MULTI-FACETED APPROACH

Charles E. Argoff, MO
eerz~. r nP,e .n

r. Fa,nr.~na,

12 Argoff
There are many approaches to
mitigate opioid abuse, and I would
like to divide them into three main

buckets.

First., It's education that ensures
clinicians understand how to
prescribe, screen, monitor, and
manage patients appropriately with
opioid therapy. This should be
combined with patient education on

adherence to a treatment program,
as well as appropriate storage and
disposal of opioids.

Second is the availability and use of

tools that can help us guide the
approach to managing a person on

opioid therapy. For example,
prescription drug monitoring
programs, which have been

developed in almost every state, help

us as clinicians see what controlled
substances our patients are currently
being prescribed.
We have also had scheduling changes

Approaches to Mitigate Opioid Abuse

Edvoa 1

- Clinician education on. appropnate prescribing.screening.monitoring.antl patient manegemeM

- %fie duaationonadherence.a ge ndd4p> 1

Guidance and tools`'
- P~cripgonpmg.Monitoring Pro9ranislPDMPs)

- Schetluling changes

- RiA Ewluation a,d Midg,Um St gles(REMS)

- Chargsc to op, dlabd q

- AbuaedeterrentdraRguldanca fm, meFDA

• Developing abuse ,terrent tomrulanons"
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regarding opioid therapy. We have
risk evaluation and mitigation
strategies or REMS programs to help
us guard against opioid abuse,
changes to opioid labeling, and abuse
deterrent draft guidance from the
FDA.

The FDA draft guidance outlines how
abuse deterrent properties can be
tested and what claims the FDA might
allow in the product's package insert
based on favorable study results.

13
Stakeholders Addressing Opioid Abuse

A collaborative approach is necessary

P...

A multifaceted approach to mitigating risk is required
to ensure safe and effective pain management

Argoff
It's important to recognize that there
are multiple stakeholders who are
involved in addressing opioid abuse
and it is necessary for there to be a
collaborative approach among these
groups.

These groups include healthcare
professionals who are currently
involved in managing patient care,
the patients themselves, State and
Federal government entities, as well
as industry. To ensure safe and
effective pain management, we need
a multifaceted approach between all
parties to recognize and mitigate the
risks associated with opioid use.

14
HCP Approaches to Mitigate Opioid Abuse

How often are these done in "low risk" patients?
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aaams IPnrap,I
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HCPsam at the forehmtof pain rn—gemantand employ
multiple meMod assessopioid nsk in ndiMipatisms

Argoff
Healthcare providers can play a role
by following universal precautions,
incorporating screening strategies,
and monitoring patient adherence to
prescription opioids.

Some of the elements of universal
precautions are outlined here, and
include establishing a diagnosis,
incorporating the use of a treatment
agreement, periodic pain
assessments, reviewing the diagnosis,

9
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and of course, ensuring appropriate

documentation.

Establishing the diagnosis is
important to understand the medical
reason for opioid therapy in the
patient.

Treatment agreements between the
prescriber and the patient are also
part of universal precautions and
ensure both parties understand and

agree to how pain will be managed.

Assessing the pain itself, not only the

character of the pain but the intensity
of the pain, the impact that that pain
has on that person's life, vocation,
recreational activities, and so on is

also part of this process.

Reviewing diagnoses as we take care
of patients over a period of time is

also warranted, particularly when
other treatments and diagnoses
change.

Documenting all of these is critical as
well to ensure all clinicians involved
in patient care understand why and
how treatment decisions have been
made with regard to opioid therapy in
this individual.

In terms of screening, there are
various instruments that we could
use as healthcare providers to
identify risk of opioid abuse in our
patients, and some of them are listed
here.

We also have adherence monitoring
approaches. State-specific
prescription drug monitoring

10

Confidential TEVA_MDL_A_08652514
P-2798700012



PAIN-40128 Pain Matters: Evolving Roles, Same Goals Video Script

programs provide us with some
insight into the use of opioids by a
particular patient, but may vary
widely between states.

Random drug screens are important.
Random urine drug screens may be a
way of confirming or evaluating
adherence for the people to whom
we prescribe medications, as is pill
counting to see whether it appears
that the person who we're
prescribing the medication to is
actually using it in a way that we have
prescribed it and is adhering to that
regimen.

Keep in mind, even though we might
consider any of our patients to be low
risk for opioid abuse, no patient has
zero risk of it. As healthcare
providers, we are the front line
against opioid abuse, and as such, we
need to use multiple methods to
support safe and effective use of the
treatments we prescribe.

15 Argoff
The patient has responsibilities as
well, which we can help through
patient education. For example, we
can help the patient understand how
to safely use, store, and dispose of
opioids.

From a safe use point of view, we can
encourage our patients to take their
medications as prescribed, to
understand the risks associated with
chronic opioid therapy, and to be
aware of inappropriate use and its
consequences.

From a safe storage point of view, we
don't want a person's opioid therapy

Patient Responsibilities w

Safe Uses uraarsaaa rmxa
Hwararmss Pl lnaDPPPwte um

~~ n P, maPaa assev,®„y

Safe Disposal' - 
P a on _<~.o-w ..awkai
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to be in the hands of their child or an
animal or a family member who
shouldn't be using it or a friend who
is visiting because that could be
dangerous. Just a single dose can be
very dangerous to someone who is
not supposed to be using an opioid
analgesic.

So opioids should be locked or hidden
to avoid access by family or friends
and of course our patients need to
know never to share their opioids
with others because again, a single
dose can be regrettably but
realistically catastrophic with respect
to adverse outcomes, including
death.

Safe disposal is also very important.
There are increasing numbers of
community-sponsored take-back
programs so opioids in a particular
community may be disposed of
through this approach and if that's
not available, the Office of Drug
Control national policy
recommendations have been
established and can be accessed to
allow for an environmentally friendly
disposal approach to these
medications, which often involves
taking the medication and disposing
of it with coffee grounds or cat litter..

16 ` ̀ Argoff
So what exact) is a prescription drugY p p g
monitoring program? By definition it

is a statewide electronic database
and it is designed to collect data on
substances dispensed in that
particular state. It is housed within a
designated state agency, so it could
be a regulatory, administrative or law
enforcement agency; this may vary

What is a PDMP?

Prescription Drug Monitoring Program 110'
• ~efnifia~

- Saawdeaectrobicdaabau
- coliealsdaw on substancesaiepansedln sme
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- Accessbl—auftnnd personnel

• Benefits

- S,P mlagNmpteaccesstacantrolledsubstances
- Identlfesandtlerersdmgabuseandtleersion
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from state to state and it's accessible
only by authorized personnel.

For example, in New York state, for
me to access our database I need to
have a special identification number
and password and I have to file an
application to become an authorized
user of the PDMP.

What are the benefits? Well, this is a
program that allows us to see what
controlled substances a specific
patient may be receiving in that state
and in that way it helps to support
legitimate access to controlled
substances.

PDMPs may also be able to help
identify and deter drug abuse and
diversion. They may be able to
facilitate identification and treatment
of those addicted to prescription
drugs by detecting certain patterns,
which can be very helpful in cases
where addiction is not obvious.

They also allow you to establish that
you will be monitoring every patient's
opioid use patterns.

They may provide use and abuse data
to support public health efforts in a
more global way and it certainly helps
to educate all of us, especially our
patients, on how to effectively use
medications and how we can all play
a role in limiting abuse and hopefully
reduce diversion.

13
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17 Argoff

As you can see, Missouri is the only

state currently without an enacted
prescription drug monitoring program

and most other states have an

operational prescription drug
monitoring program.

PDMPs vary state by state, but in
general they all are constructed to
help clinicians understand how
patients use prescription opioids,
which may then impact our
prescribing behavior. This can be
used to help reduce doctor shopping
and to promote higher levels of

safety.

It's also fair to say that the full benefit

of prescription drug monitoring
programs will not be reached until all
states implement data sharing and

interoperability between each other
to ensure transparency of opioid use
across state lines.

PDMPs State by State'

—
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18 Argoff

Those of you with patients on

Medicaid are aware of its lock-in

program, which provides some ideas
on how to limit abuse as well.

Federal law allows Medicaid to
restrict patients who overutilize
Medicaid services to designated
providers. It does so by requiring a
patient to be seen by one HCP and
obtain their prescriptions from a

single pharmacy.

The purpose of this is to empower a

single provider to coordinate care, to
reduce doctor and pharmacy
shopping, to limit drug diversion, and
to reduce healthcare utilization and

Medicaid "Lock-In" Program

1 Pabent• 1 PCP. 1 Pharmacy III iji
The aw x,~wa"m e°,9,°l°~ dpx^ D°re^ I~Id~ rffimd Ip~P~d

• The Application
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• The Purpose
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pharmacy cost. Now this might be
adopted by other governmental
payers beyond Medicaid and even by
private insurers as well to accomplish
the same purposes.

19
IDEA Changes to Opioid Scheduling

and dependence

Argoff
As we alluded to earlier, opioid
scheduling can also help address
prescription opioid abuse. As you
know, the lower the number, the
higher the potential for abuse and
dependence.

Hydrocodone products were
rescheduled from Schedule 3 to
Schedule 2 in late 2014, which makes
the process of obtaining a
prescription and refills somewhat
more difficult.

20
Opioid Risk Evaluation and Mitigation Strategies (REMS)

'Tlme.W. fur
repn REMS
asses awe

hnplementetlon
System'>

Argoff
The US Food and Drug Administration
has also established a series of steps
designed to help reduce opioid-
related risks, and these are known
collectively as opioid risk evaluation
and mitigation strategies, or REMS.

They include the establishment of a
medication guide or patient package
inserts, a communication plan, one or
more elements to assure safe use, an
implementation system and a
timetable for reporting the REMS
assessments to see if these strategies
have been effective or not.

1s
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21 Argoff
REMS programs differ by opioid class.
For example, immediate-release
opioids do not require a risk
evaluation and mitigation strategy
program per FDA guidelines. The
transmucosal immediate-release
fentanyl products orTIRF do involve a
REMS program and practitioner and
manufacturer participation is
mandatory, with access restricted to
prescribers who have completed
certain educational activities and
have scored successfully on an
examination.

In other words, not everyone with a
DEA number can prescribe this
medication. There has to be an

additional set of educational activity
before that can happen.

With extended-release and long-
acting opioid therapy, participation in

the REMS program is not mandatory
for the practitioner and access is not
restricted to prescribers who have
fulfilled certain criteria.

REMS

^ x

Programs Differ by

,RIP

Opioid Class
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22 Argoff

The federal government, through the

FDA, can also change what's in the
package insert of a product. Here,
you see some recent changes in the
package inserts of extended-release
opioids.

As you can see, the indication itself
for extended-release and long-acting
opioids has changed in two ways.

The first change specifies that
extended release or long-acting

Recent

INDICATION
E WLA

repulre

FDA Labeling Changes

CHANGE Mi
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opioids are indicated for
management of pain severe enough
to require daily around the clock,
long-term opioid treatment and for
which alternative treatments are
inadequate.

The second change states that these
agents should be reserved for use in
patients for whom alternative
treatment options (for example, non-
opioid analgesics or immediate-
release opioids) are ineffective, not
tolerated or are otherwise
inadequate to provide sufficient
management of pain.

There are also post-marketing studies
the FDA now requires. The FDA
specifically is requiring new studies to
further assess the known serious risks
of misuse, abuse, and increased
sensitivity to pain (sometimes known
as hyperalgesia), addiction, overdose,
and death.

Finally, there is also a new boxed
warning that states "chronic maternal
use of these products during
pregnancy can result in neonatal
opioid withdrawal syndrome or
NOWS."

23 Argoff
To summarize, we need to really
consider a multifaceted approach to
addressing opioid abuse. The key
stakeholders in this multifaceted
approach include healthcare
providers, patients, and government.
As we discussed, healthcare provider
strategies for mitigating opioid abuse
include universal precautions,
screening for drug abuse and abuse
risk, urine testing, and adherence

A Multi-Faceted Approach to Addressing Opioid Abuse

• Key stakeholders:, addressing opod abuse inclUdeHCPs.pahents. and government

• HCPsirategies for mitigWingopioidabuse include universal precautions, screening for

drug abuse antl abuse risk. urine teshng, and adherence monitoring

• Patients should be educated on the methods and Importance of safe use, safe slo,'age.

and at, disposal of opuds

• The federal and stale govemmems have developed and are developing programs aimed a:

making opioid divermon and abuse more difficult and less likely.—ruding:

POMP=

- ftEMS
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monitoring.

Patients should also be educated,
specifically on the methods and
importance of safe use, safe storage,

and safe disposal of opioids.

The Federal and State government
have developed and continue to
develop programs aimed at making

opioid diversion and abuse more
difficult and less likely including the

use of prescription drug monitoring
programs, the risk evaluation and
mitigation strategy programs or
REMS, and labeling changes.

I hope you enjoyed this chapter of

the program and better understand

the role that HCPs, patients, and the
government play in a multifaceted
abuse mitigation strategy.

also want to suggest that industry
may play a role in helping mitigate
opioid abuse. To tell you a little more
about this and the potential role of
abuse deterrent opioids, please
watch the final chapter in this series
presented by Dr. Michael Brennan.

18
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Part 4 — Developing Abuse-Deterrent Opioids
24

DEVELOPING ABUSE-DETERRENT OPIOIDS

mmnaeiBrenre MU

Brennan
I'm Michael Brennan and I'm the

medical director and chief medical

officer of the Pain Center of Fairfield

in Fairfield, Connecticut.

I'm also associate medical director for
the Chronic Pain and Recovery Center
at the Silver Hill Hospital in New
Canaan, Connecticut.

Over the previous chapters in this
program, you heard about some of
the issues associated with opioid use
and how HCPs, patients, and the
government can help reduce risks
associated with opioid therapy.

Now, I'm going to tell you about the
potential role that the
pharmaceutical industry might play in
mitigating opioid abuse, specifically
through the development of abuse-
deterrent opioids.

25
Various Approaches to Abuse Deterrent Opioids

Brennan
You'll see that there are 5 general
approaches that have been
recognized by the FDA as categories
of abuse deterrent opioids. These
include physical/chemical barriers,
antagonist combinations, aversion
substances added to the analgesic,
delivery system characteristics, and
finally, pro-drugs.

Each one of these will be discussed in
detail a little further on with how the
FDA will be testing the abuse
deterrent qualities, but keep in mind
that all of these products, no matter
how they're made, have to have a key

19
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component, which is: when the drug
is not altered or when the delivery
system is not altered, the medicine
works as well for pain with
comparable side effects to a drug that
does not have abuse deterrent
characteristics.

So that's the technical issue, right?
Creating a drug that will work for
pain, but at the same time making it
difficult for somebody to want to
abuse that drug or make abusing the
drug less beneficial.

26 '"m Brennan
So where does the industry get their
ideas on how to do this? There was a
guiding principle document known as
the Draft Guidance on Abuse

 Deterrent Opioids that was publishedp 

by the FDA in 2013.

Anyone who is interested in getting
the background on abuse deterrents
should review this so they could see
the hard work that's gone into it both
from the pharmaceutical industry, as
well as government oversight
agencies.

FDA Draft Guidance on Abuse-Deterrent Opioids

Provides guidance on studies that should be
conducted:

• To demonstrate that a formulation has abuse-
deterrent properties

• How those studies will be evaluated 

• What labeling claims may be proposed based
on the results of those studies

E=-- -----

s

27 "' Brennan
There are several study types that
companies will need to subject their
products to in order to enable the
company to make claims in the
package insert. And for those of us
who see pharmaceutical reps or go to
programs, we know how important
this will be for getting the message
across to clinicians about abuse
deterrents.

So there are four general types of
studies that need to be done to get
the ultimate label of a true abuse

FDA Draft Guidance for Abuse-Deterrent Opioids

FDA guidance d—nenl ooWnes

• catggon s of aludms to a-luale abusede:e nl p rtiropees

Designs and goals of such studies
• Examples of labeling Claims that could be proposed based on the resuns of these studies

Categories of Studies

3

4 r~ .~ .m©
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deterrent opioid. Now, typically we
think that in a sequential series, one,
two, three and four, things would
follow each other, but it's very
important to notice as we look
through these studies that they don't
necessarily build upon each other.

And as we go into the types of abuse
deterrent technologies, it'll become
clear that certain technologies may
meet one type of study and prove
beneficial, but not necessarily a
different type.

The first kind of studies are the
laboratory manipulation and
extraction studies. These determine
if tampering with the drug can
override the formulation and provide
access to the unadulterated opioid.

The next are the pharmacokinetic
studies. These look at how the
normal drug works when it's been
taken by the individual, whether the
capsule or the aversion or the
antagonist that's been added has any
direct effect on the intended
pharmacokinetic effect of the drug,
and after the drug has been
manipulated in the lab, if there is any
alteration in the pharmacokinetics.

For example, if there is an increased
availability of the drug or if there is a
shortening to peak plasma
concentration.

These studies are key because for
many of us, pharmacokinetics are
linked with the pharmacodynamic
effect of the drug.

21
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The third type of test is the clinical
abuse potential study. These are
studies that look to see how the drug
in its unaltered and altered state is
viewed by recreational drug users.

Finally, and perhaps the greatest
hurdle, will be the post-marketing
studies. Has there been a
demonstrable reduction in abuse
based upon the availability of a
certain drug in the market? As you
can imagine, it's going to take several
years to determine if there's been a
positive effect.

28 Brennan
Now, there are four tiers of label
claims that can be achieved and put
Into the package insert.

The first is that the medication has
been formulated with a
physiochemical barrier to abuse.

Another claim is that the drug is
expected to reduce or block the
effect of the opioid when the product
is manipulated.

The third is that the medication is
expected to result in a meaningful
reduction in abuse and finally, the
fourth tier that everyone will be
trying to achieve, is that the
formulation has been shown to
reduce abuse of the opioid molecule
in the community.

-
Four Tiers of Label Claims

1 FonTNazanWNphyslea he h8
CBRfelahtapuse

2
 etpecte Me to Nd henMethe

eff-1... of the ppldtlwhen Ne pratluct
le manipulated

©
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29 FDA Draft Guidance for Laboratory Manipulation and
Extraction Studies

Brennan
Let's look carefully at the
manipulation studies that have been
put forth by the FDA. The goal of this
type of study is to see, through
physical or chemical manipulation, if
a drug can be easily extracted from
the formulation.

RaubSpacMCEvaluatlon
• enwap. parch she?sauiaan

So the goal is to look at particle size
and determine if a small enough
particle of active drug can be
extracted through various methods
(including crushing, grinding,
hammering, chemical reactions, and
changing temperature). In other
words, think of whatever a closet
chemist might try to do to get that
active drug out of the delivery
system.

Let me emphasize this again.
Remember, the molecules we're
using are the same 13 or so
molecules that are available in the
United States that are deemed opioid
analgesics. So it's not the molecule
really. What we're looking at are the
formulations carrying those
molecules. Can those formulations
protect and make it so the drug is less
likely to be used in ways other than
intended?

And the studies also include, as I
mentioned, solubility studies and
we're trying to target three specific
means of abuse: snorting, smoking,
and injecting. Why are these three
the types mentioned by the FDA?
Because these are the approaches
that more often linked to substance
abuse and addiction.

23
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30 Brennan
The second types of studies that
mentioned earlier are the PK studies.
So for those of you who can
remember back to medical school,
pharmacokinetics look at how a drug
acts in the system by looking at
plasma concentration.

So we're interested at looking at
maximum plasma concentration, the
time to reach this maximum, the total
area under the curve, a relevant
partial area under the curve, which
we think is very important in
substance abuse that is, how quickly
does the drug get absorbed and how
much is absorbed in 30 minutes and
up to 2 hours, and then what's the
terminal elimination half-life?

What's very important in these trials
is to try and understand if
manipulation of the drug has an
effect on the rate of rise of drug
concentration. We want to
determine if other substances, benign
substances (food, alcohol, water,
other common solutions, such as
soda) might affect the way the drug is
ultimately absorbed and what effect
they might have, and also record the
incidence of adverse events.

FDA Draft Guidance for Pharmacokinetic (PK) Studies
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31 Brennan
Let's take a look at what are known in

the draft Quidance as CAP, or ClinicalO

Abuse Potential, studies. These are
what we used to refer to as the
Human Abuse Liability potential of a
drug, measured in a way that many
clinicians find interesting.

It's basically exposing recreational
non-dependent individuals to the

FDA Draft Guidance for CAP' Studies
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opioid formulation. So people who

aren't physically dependent on an
opioid, but will use them
recreationally and have enough
experience to understand what the
normal high of an opioid would feel
like.

And what the subjects are asked to
do is tell us how much they like the
drug. So they're given a visual analog
scale, sometimes it's a 0 to a 100 or
it's a strong dislike to a strong liking
similar to this bipolar scale on the
slide where the individual is asked
after being exposed to the drug how
much they like it or dislike it.

And they're asked questions,
questions that you and I won't ask in
our clinics, like how high are you,
what's the euphoria like? I mean, we
may ask our patients about adverse
events, but here we're trying to tease
out different information from these
recreational drug abusers and then
the all-important question, how likely
are you to abuse this drug if you can
get it?

32 Brennan
FDA Draft Guidance for Postmarketing Studies The FDA also notes that

pharmaceutical manufacturers can

conduct post-marketing studies in

order to examine if a formulation is

likely to decrease abuse in the

community.

The goals are to try and provide

a

~;;, = d 'a~~)
---

estimates of how the drug is being

abused, whether it's being snorted or

injected, and has this formulation

demonstrated a reduction in abuse.

These studies require sufficient
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numbers to determine whether or
not there is a real or an artificial
effect, and as such, study populations
are going to have to be carefully
selected to target real-world abusers.

Comparators will also be looked at to
see if changes are due to the
formulation or other factors, like
public service announcements and
education of consumers and
clinicians. There will also likely be
other opioid comparators as part of
these studies.

33 Brennan
Now that we've reviewed the studies
that may be conducted to test an
abuse-deterrent opioid formulation,
let's switch gears and look at some of
the different approaches.

Perhaps the most common form of
abuse deterrent is the crush-resistant
pills and capsules. All of these have
in common a process that makes it
either very difficult to crush the pill,
or as we see in the bottom right
picture on this slide, a pill that if
crushed becomes a viscous or
gelatinous substance that's very
difficult, if not impossible, to draw up
in a syringe or to snort.

Abuse-Deterrent Formulations:
Crush-Resistant Pills and Capsules

How

abuse

~m
• < " `

tleterrent

Is it?

34 Brennan
Here we see a different approach,
which is the use of agonist/antagonist
combinations.

For example, in a medication with a
sequestered opioid antagonist core,
the antagonist will only be released if
the formulation is manipulated. If the
product is tampered with, however,
the sequestered antagonist is
released, countering the effects of

Abuse-Deterrent Formulations: Agonist-Antagonist
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the opioid.

Regardless, we still have to ask, are
either of these approaches going to
prevent abuse entirely? Only time will

tell following the widespread use of
abuse-deterrent medications.

39 Brennan
In summary, different approaches to
opioid deterrence continue to evolve.
As I mentioned earlier, there are

aversive technologies, there are pro-
drugs that may become available.
This is a very exciting science and a
very exciting time to offer our
patients drugs that may make the
abuse of their drugs more difficult,
and may help potentially reduce
some of the stigma of taking pain

medicines.

It will take time to work through the
testing, especially the epidemiological
testing, but as these studies are
completed and reviewed by the FDA,

abuse-deterrent opioids will be able

to include language in their package
inserts to let clinicians know what
effect the formulation is likely to have

on abuse and abuse potential, which
will ultimately help us make better

informed decisions for our patients.

Thank you for watching this chapter

on the development of abuse-
deterrent opioids. If you haven't
already, please be sure to return to

the main menu to watch the other
chapters, including Jeff Gudin talking

about the complexities we face in
pain management, and Charles Argoff

discussing a Multi-Faceted Approach

to Address Prescription Opoid Abuse.

The Continuing Evolution of Abuse-Deterrent Opioids

• Numerous approaches to deter abuse have been, and are being.
developed to decrease the likelihood of opioid misuse, abuse. and
diversion

• The FDA has provided industry with draft guidancefor the development
and testing of new abuse-deterrent formulations

• The draft guidance also includes levels of claims manufacturers may
propose in labeling to describe the potential abuse-deterrent properties
of a product based on study results
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On behalf of all 3 faculty and Teva
Pharmaceuticals, we hope you
enjoyed the program and thank you
for your time.
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Pain Matters provides a community for healthcare
providers, industry thought-leaders and people
affected by chronic pain.
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Cynthia Toussaint, founder of For Grace, shares
her inspiring journey moving beyond the suffering
of chronic pain and battling for grace.
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Beyond the Suffering, My Battle for
Grace

One Woman's inspiring Journey with Chronic Pain

,wcrranwhohasiitipdwith ̀ eie:astatin ePeusu`c^o-v pain for neady33 yeas, Ifeet
blessed to share my experiences dnd encourage. otims r:;>t a similar stwggle. My iou-nef with
chronic pain began with a minorballet injury in my right •lartstringwhen: was 11.years pid, but
tlra was onlytltebeginpir~ My:n;uryhadtriggeredtheonsett achror•:cpaindtsease
Complex Regional Pair, Syndrome.

Over the next 13yews, i fought to Fnd a dlagnosls as dor Ors, one after snot:.er, told me it was
ail in my hind. I wasteft bMriddcn for a decade and unabletosocak for 5ye ymrs while the pain
spread throughout my boo: and attacked my vocal cords. I felt, utterly oho 7e. This lack of be!jef in
me, and the terlLtte pain I was experiencing, led no feeti ngs of anger, depression, and evanhralty
thcughLc of suicide, i feit doubted ar.:d dismissed because I .rasa winrian. I haver imagined I
.night somedaytum rty sulferinb into something of value.

Through the lore and support of my life partner, John, i wasabie to let goof the negative and
began to reinvent myself. Finally, and most importanthy. I accepDed sufferingas an Iritimate part
of me and, Indeed, my new normal. I found a voice as a heal.hcare n larch advocate and
laun&ed (truce to help outer women with pair.. Helping women heat and roaiee posi Iva
choices has brcught blessings into my life - a physical remission and errct:or:al healing beyond
arty thl,ig I eauid have irnagined. I know how precious each rttament is and on a daily basis, I
experience the great reward of heiping people. f wouldn't change my life far anything.

Wnkh Her Sbwy
It is my privilege to be able to share rnv story as part of the salt' a :~v gcS,e sere
prcduced by the Dlsccowiry Channel. Watch the full documentary to hear. more about my life and
theta,e.,iencesof+iDtersvrnhct,.onr:pain.Ypu anaiso+sfcA.q.PK a nrx{'t} pK:c.

AbwttMAuttton Cy^th9a'ouswint

Cynthia Toussaint is the founder ard spokesperson of k r Grarg, an organization
Viet romotes better care and list -Aromen In 111oussaintcharnioned
and gave key teativiony at two California Senate hearings - one was dedicated w

CRPS awareness, the second explored the gender blas and chronic under treatment of ororren
in pair.. Her cu want Step Therapy big, a six-year effort at this stage, wilt relorm an une hical
prescription practice used by the teL-ith in&uianee industry to save money in away that
lac-eases the sulferingofCalifor apainpatients.She.isthe3uthorof3a.d;!1yy."a:A
tdrrtgiK.~€p fg;a, Leda ¢teptiati. o:t.€,,::p ss: gt iPyr. For more about the avthorand dealing
With chronic palnplease visit E9txi3lirL.o .

Cynthia Toussa_nt serves as a paid consultant fat Teva Ptarrnaceuticals
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Michael J.. Brennan, MLA answers commonly asked

questions and provides. insight into the purpose.

and rationale for CAP studies.
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Pain Matters ( 2015 Rx Abuse Survey Results

Bob Twillman, PhD addresses the results of a new
survey exploring complex issues impacting the
pain care landscape.
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2015 Rx Abuse Survey Results

Physicians and Pcopic Affected by Chronic Pain Open Up About Rx

Abuse

PreKr.ption doe; abuse is a selous, pubic hea' xr, proWern that is had rg 3 5; 'pi i C3 - --; mpw, On

our society and more ditec.1y, on tne Mallonshlos betweeioeopie effected oy pain and &Mr

physicians. 2129 Survey Result; shed 6ght on the c;halleriges that axis.- n this evolving pain cafe

landscape. Fow do diniciais and people with pair; balance the riegd to ta,h aliout this impact of

pain on cverydaj; lifeand the risksafabuse. and misuseassociated with prur-fiptioll oploid

medications? TI-esesurviryfpsuftsneveal that borh donidar-s and peorAe affected try chronic

pain *ccgnlze their 1"Aporant role in helpingto seduce :he Oak of abuse, but feel that discussing

the topic car, heuncornfbdab!e. C inic:ons eqdpw;,New:th chronic pain agree that;rfonnaton

and 

' 

prd0cal resounoes thin help address Mis cetm; ex proDlern are greatly needed. Dig deeper
kitD M Peripectives of clirticlitris and aeopl.t, affected by pamn viroue the s_."y results

kfafiraph'r: b0mv.

YJ1W SURVEY-RESULTS
I MFOGRAPHIC

CJ(inician~ 4nd 0o010 Wkted
by Oain r6,pcin up ab6VARX abilize

IV

Panfilatters corn providesinipimation and resources for p.NsKcans and peop e a5acted by pain.

to help Initipte the ri.s44-abuse and misuse a nc suppon ongoing d'e'qgue P' Wf-cat
discussicti guides and a vL i;ety of :Icwn!cadotD(a resources are, 3waRabk? fcw b"Ittwo
prvIi—;t nA4 in additiori to a tw.ni srop sArsion spoo ficAIy.mta:,4 000 In ci ;pport Pev'Pte

iHmts jc k.y ;)Aj e~. -

ACCESS TCOLS &
INFORMATION FOR

HEALTHCAREF 
kOFESSIONALS

About the Survey

FIND RESOURCES &
SUPPORT FOR

PEOPLE AFFECTED my
CHRONIC PAIN

A survey cond-ot, ̂ ;,*ot-,a;'<,'-,-ai.npa,trenlipv ,'t!IeU.5 Pain Fouviclatc-c and th-2
At-*rLar-Ac& i: ,-'f:+ -. .,-agrner,i explo:e5issuesirnpactngthe pair. ca:e SandSCape. T,*:

w,vey irldcdi.-d i . .X. f,-.,ing -w,;Itl-.ca,e prcfessiona;s and IAI,. adals wi-h chromt Pam

S eir On. 1hesurveywas cond-lctelf Iran J;inuaay2i to

Frebruxy 10. 200.

Abokitaieftdwr lsob'7—rmn, PhD

Bob TvAirmn, Pl,.D..;s the, Executive D'rec.or1for the American Academy of Pain
Manage,nent.!n :hat capacity,Dr.TvAll-rz-.)Isresporriolelo(overseei4,.gWe.at
and state pain pcheydevelopments and advocating for those supporting an

mutgratoW abitroach to managing pain. He also serves mchair Ott* prescription 'Monitceng
Progra,nAdvisoiyCOhrhMeefort-,eKamasSoaMtfPh3r m- cy. Dt 1w1I;man.ecL!vad his Ph.D.
;r.Ci.q:cal PW.h,.)tjgy aL the u.ivesityorcatiliornia inr Los Angeles, and maintair"Wunteer
.acuity appointment as C4'hk:aIAssoc;atVPr&esEo, of Psychiatry and Behavioral Sciences at the
U-imp.mity of Kansas S..hi:A of Madk.ine:n Kansas C.ky, K3. Prior to taking his cur-Wtt no'gNar.
M Twiliman was a 4,6(ne Nrijky member at the University of Kansas Medical center, where he
burled an4dir=ected the:npa-.:ent pain management progam and was a co-founder ofthe
hewitaft Paitlailve Cate Team. 1-1has beer. acilvelyinvolved In pair policy though his work
with the Alhance of State Pain initiatives and the American Fair. Solely for many yeam

TcvaDharmamutico%mvi.-A-cd and edit-,dthis post prortopublieWicn.

Wawd Contimt

~;eo -1,1 iW imn  ~N
Distever.the Irripw oforohir
piah, iblode, the lkvq bf oetiple
,W. pan and the6.6ved
. . . . . . . . . . .. . . . . . . . . . .

1-Y
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101tlhaf- J, ANPrnm% MOD
amvjoisapwxrbaAed

and .pSnid* for CAP
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Richard Payne, MD and Laura Cooley, PhD shed
light on the impact of physical environment on
discussions between clinicians and people with
pain.
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Pain Matters introduces new videos that
underscore importance of appropriate use,
storage and disposal.
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rbw~/ awwctM r>tpp,.R,oM+ s'»+. iwxwR~n. fpm.,:,s,:N INiq~w / .Mr.~c<:nG Wctt ri:Abn

New Videos Underscore Importance
of Appropriate Use, Storage &

Disposal

Watch t1N public service announcement videas now.

fhopresv%l t:on drug abuse coideriv,is not a'hhproblem'ora'hcrproblem, its an
'er,eryo ne's problem` and we all ha-- a re%ponsibiftt to address th!s cdti qtly important issoe..
Pain Matters is committed to proAtling resourres tha t support responsible pain management for
bo:hpeople affected by pair and healthcare professionals treating pain. While prescription pair;
medicattats play a rcie in managing pain for scime, tnerealitys they have the potential to be
ab sed and misused. Finding sotd ons takes time and alb stakeTotders,hxluding
pharrr aceutfrai industry, garemment organizations, advocacy groups and even.evetyday
citizens, can take part in hetpingto ensure prescription pain medications stay only, in the hands
of those who treed them.

Most people Meow that keeping unused or unsecured prescription pain medication or sharing
r-tedicstkin,vFth IrendsIs technically wrong, lout they don't necess3rflyrealize rbwtheir
behavior could be contributingto oneof Americas fastest gm*ng drug problems. These v reos
depict abstird scenar•'ciswhere sharing pain medicaWn is not only c ommonp.ace and
intentional, bit also acceptable, The videos depictan exaggerated reality thstv4h leaveyou.
wondenng, xtywould anyone atlas prescriptionpa n medications to get in the wrong hands?

We, encourage you not only to watch and share these videos, but use them to'ieip.Foster -none
open carwersation with your patients and your peers. Lean about a! .I of the rest advancements
to apppon responsible cpioid use, storage and disposal,

We each have a role to play, and together. we can make a difference.

sArn LL L
Mir Ties

hrou><httoyou by Pain Manors

i•èin .tatters is a multifaceted inkiatwe, sponsored by Teva Pharmaceuticals,
designed to support responsible management by prtvtoing practical
resources and inic nakon for healthcare professionals and.people and
people affected by pain.. Throughout this websi-e, you %viii Ii n1 tailored

content tailored Ind uding information on unde=standingchro»c pain, opinvl abuse and misuse,
aid the smeningsc:ence of abuse deterrence technology.

video resources such asthe"Darr .`! hi )k it -Matters%'series, the ftri Motters documentary.
didtcsi presentations and the animated abuse deterrence technology video all a m to support
people affected by pairt and healthcare profess.oiials navigatingth s complex pain care
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Pain Matters ( Living with Pain Perspectives

Short video stories from people affected by
chronic pain and their loved ones.
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Living with Pain Perspectives
T he P.70 McIzers documentary, 

- 
prodixed bythe Dismver), Channel, chronicles the INSS ofoeo.de

affected bychron:C pain and their foveaores. ihroughout the documentary film. participants shored
persona!,demlls on' now Irringyvith chroric pain has affected their ability m take Pan in activinE3 and

even its;maact or. 'heemplar.-onshias.

'Hatch short clips from the docurnentary to unders-..and first-hard what it.s like tc live with
chronic. pain.
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www.t)ainmatters.com/communitv
engagement/pain-ina tters-documentary
Pain Matters ( Pain Matters Documentary

The Pain Matters documentary, produced by the
Discovery Channel, chronicles the fives of people
and families affected by chronic pain, and provides
insights from leading pain care professionals on
the importance of working together to manage
this complex condition.

(sage Key Words :Pain; chronic paint Discovery Channel, -pain. care,
documentary .
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Responsible Opioid Use
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Amy Goldstein discusses state and federal
advocacy efforts to advance pain policy that
supports the needs of people living with pain.
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Advocating for Pain Policy,
Responsible Opioid Use

:n ?dd:ton W the physical, emobona!, artd't spirttsai chasenges of Ihr]ngwdh ; a:n, rrwny propee
also feel rrw

ci
ndarstard by others who don't shale deeircaroerienus. LrioAurate.y, that

mislinderalanng can affed legislation and policy fegaeding development of and access to pain

medirarior.

Individual states typically:ake the lead ir• deiln:rgand reguiatirgthe Dr choeof pain
managsmentthrough licensing boards, regulatory, agencoes and tegislation, Wtuxrut proper
wrsideration, the pares they p;2 in place can, stand in the wry of efff ctir ppin .managernent
for Fee ote tAixtg with pa in

The t, 'tts<i;s~3[ste~fi7_NFL;Y:u~,:SPy?!~:,aproectoftreFcecer..yc•f;r-wgrauve
Pain Management ffornetlyArnerkan Acaple:tty of pair•. Maragementl, works at Via federal and
suite le-Ms to advance pair. policy that supports the needs a people living with pact. To rip this,
vra 'lag thousands of tiils and rebnlatiors across neenv 20 topic oreas, analyzing twm Its: their
potential rcnpat ors oeopte;iv!ngwitti pain and providers o' pair• ore. Ttus allows us it, give
advocacy leaders irtformatlon aboutt cunark pair-related policy propoaWf:: their galas and
share tools and rewirces to tetp them motivate udei advccates.

Our organization advances :ntegratrve pain rare dvctrgh advaacy and educadaet; ttilaflas been
our mission 3ire+1909. PmJidingquality pain care requires exeetle^.t cnmm.wtc uon between
diepmeider and the person with pain and as indwidual'aec approach tosalacknGappropdate
treatments, Opiad thera py ispart of this a"anvnia.-Win o= care kr scrne people with pair, and
advooatktg for resporVible opioid use is of utmrst inportarcd. Theirerore, one area of pain
policlwe follow dosery is, thedevrbpment and ava laxlltyof cpioid medicinesw:th abuse•
detenert technology IAD':j. Opleid abuse and mism has become a topic of riadonalo nown.
Mary peulAc %ho autne trio ds swi i!vw Sher.,, uul ukters uush, cut ui mt:tt dmi . ty'Imuatg
thecurnded mica-w mcdtantm ptrcrtt.n marry oploi~ rind dcliJerng the F•li dcscof the
dnt~ M lMhlnnrlCrw!m favt+ W-A:Ae data ha4o ssnwa that cnna p rPvAM6ln r fi•n.rla awd
lrnprooss lycone fro:^ media lne cabinets of Mends or family, waking to ensure increased
access:o AV] opicias may help prevent opinid-sAntrd overdose deaths by nyakin; the
medicatiers less desirable,to those who would abuse them.

Healthcare providers and people living w'.th:pa.r. •ecognide dne,mk ofatase and n:suse and are
eager to find a solution while 9rotectingaccess to these rriedicationsw order to keep :hem in
thehar•dsofthosewho need therr Researchersand drug manufacturers are hard atwork
developing abisedecerwr options thatmake.op..Wd purls morn d75witte tamperwdit and
redcretheir potential th be abused. In addition m this techno:cgy, healthcareproi:ssionals can
pnv ide resources and toCLs to help eduatepeople experner cirg or living with plain on how!
appropriately use, store and dispose of opiod nxdirations to help prevent nb to and r:isuse
You can ieam pore about abuse detarence technology 'r?c and  nd +.formation ahrat
properly using, storing and disposing of opioids bo:•x.

SPPAN Is iciloving bitb In 25 axes that aim to increase access to opioids with AD' by requiring
insurers tocoaer Vier antycr dlscouragtng aharrr:ads's fro+l substituting mediune with ADT for
medidnewithout ADT

Abad ti. Auden Am y Gai.-sarr:

."Goldcrein,MSwairrentlyservesasthe Disenorof
State Pain PoiiryAdvocacyWwork. She has an
!atterts?va Wary in the poikyand advocacy arena,
having served as the Rsderof the MassamirseG3 Pa!n
a+.EtWtive, and.lateroverseeingall Vew England state
tai^ Initladvesfdr the Amedcv. Cancer Sxlety Morere
recently, asSr Director ofProttrams, Services&
k vixacy, she was a leader m'mstiluSorulizirig

advocacy for the Nardonat Mu tfpie Sclerosis Socle!y's
Mid Amedca Chapter. These efforts demonstrate!1er

aramn ability to devekoo advocacy networks and lead
then in pyoudng Pori threresults

fevss %hormlceJticals reviewed and ed,W thls postprior b ̂publication.

tta9Kava. ': -
filed support.Rorrutvivrjns he -
comptta;aitQevpMi g;paw am

Related Contiinr

RCLATCD SfQRt65i

SerM.lf:ber:rD~6., ~ .

founde'vt-N
sr.

•*; acn h s
cell alrx:dele un va, pssu:.

awwaren~ysof,ir lrwshle --

.'lirdart nttrwdaFn4a,r:)' - f4~f t -uth Nato Sim+ N`C'ofrsailctwiese8-
Uismvetthail4maofckvauc . Lease how leis,issuppurtfig:: - .
paindimulift aWasaof '#a Mali lepaildmanawme't
adt)rtzainandltxfkrvc~iwaes> ::, - ,: 
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www. pa i n m atters. com/co m m u n ity-
engagementf finding-support-from-others-living-
in-pain

Page Title Tag (Limited to 65 Characters) Pain Matters I You're Not Alone: Finding Support
from Others Living with Pain

Page Description (Limited to 150 characters
including spaces)

Paul Gileno shares his story of living with pain and
his perspective on the pain community's role in
raising awareness of the invisible illness.

Page Key Wards Pain; chronic pain, support; U.S: Pain Foul ndatioan,.
invisible illness
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irarvr: kw liauath,,, Wrewy..tlpre,mw.a,:n Ma„4: ra,'.r W:t<rd.,:nenA

You're Not Alone: Finding Support
from Others living with Fain

LkP. mesh penpfe was s<xW:n an in u:y, i :wv~: imagined that Me re&etingpain ad;uid one

padof:sydally life

Fx ypxa, tw:t:hn nryG»q aw ;, n:y -anxg:nP rhP ppin:n:r fnnA:mA:xpr;~ ti.".u~norF I rzanM

aid operated in zhe spr;:!gof M, I severed Mysciadc nerve In a worWNaoe Widerd, leaving
roe w,th deganeretwn dlu disease.: was!ate, diagnosedw it h mmijAea -Slonai pain Cyndrexhe
be RPSI, viuchcan cause continuous bums ge•thmbt ng rain and SensitN ty W toacn.l nap
nurNRlesurger,es~nd tiled d:k`eren: ter tr:ens far n:ypal-, but nahirgwnrkad.

ĥe tor:srauh; pale pill a huge stm:n on my personal Ibk. i gnu d:xxred, and r!y!elacon^i~wlm
my 

St.
slblinpsuReted. Uttmarely, once r e•:ee:,ted <-M thevain was chrome, I iaa to sell my

business.'

Once i naaltzed My Dais wasrytgoing away, l Sta.'ted to lookfor iuryort.I Www Sere must be
other peo:ie;n sinvlarsiluatecns, and i diougM,t would be *21utto Wk to.tr" atxx.t ota
seared mTd-cos.

As one or: he nary 20rb nv.:ion pwople in the I.a. who are iivasgwith pain. Ice+i:ddyreal ned that
the hepd for rewurm and support was great. r strnedthe Connecdcut Pain roltndatlon kr my
homejsUnp to proldea cornrrwntg• for peoptelivingw;th pain intwoW,.pread. and l soon

helped the G Arrectlurt rain Foundattar
,

 3pcwimo the i„C,„ {fin pga;ie. ; a no:spra9t
denketedto sertg pec;,le w*o h e with oar.. and tnetr caregkws

With m ,e ties 10=- men.bera natonwde, the U.S. Fain rasaifation idvorams on bMsdol
Amenrins Ivmg viith parr:. Wo;rick bl Is and engage with gtrvemm?nt officals on a regular

bass to makesum the voices of peoptit ii.ingwfth pain arehes'd when naticNil pain pclky a
written yt'e.have siamxxted legtsiador. In severalsaates that enccurage.s:Aharmac:SM W htw!ar

blade: pre::cfoiunslo: pe:n mc4ical?on, and we are ivrxHng W get S.. :tw "a:ior, passed

amass die rxuMry.

In an e:fGrL to raise soa egassandefim:nste It* stgmz ulal.SWIOUAS pee2w IMrrg with Pa;n,
4̀e U.S. M., Foundation ",as xwttd o:o;eas Pke the'NyiAlt P oect, a araveft d%spioythat

brignlire the mareracasofoeapiei:vir19 ,thoa-n am. cghrealotoms.yvealsowori:Jt
Wil gthepain conrnumty lovher lhrwgh programs the He,oxs cf eal•ng, a private, onlire
support cammuni y, and our Fain Arritassadw Networs, which-relies on a network ofvrldrniecx

advaetes to be Chu vokvof petrple i; a pan end w1w gne.hcpu:J dual ra:rrnurhh!as.
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Going from Patient to Person: How
Litre Fully With Pain

When you live with chrrxlfc riain, it can consume your tie, male ng R seem like you: wl•ote
ey. sterrm is defined byyourpain. On top o` that. much cdwhatyou hear aboilt chlonic pain in
the news is werwhelmirgly negadve,withstories about pal,% being assxatec withopioid
abuse and addictkn.-

&;t there%an untold story out there that is painUly familiar to the nearly ]00 ntilf on people
fivingwitti pain.

At any moment. you could be waWr:gdowr: Lrw street next w someone who is living with pair:
mud noteven know it. train is an invisible and vnpreciaablemonster, People who lNewfth. it
may hase good der, and pad days. So for those whc don't M. with pain, the cumdor. becomes,
'You couid do This yes erday, whycaret you de it todayran J that can mal a people with pain

reel misundersbod anal pat them on the Defense.

t knew firsthand the irus*rations _hat accortpeny av!ng with pain. rive had chicnic pain since
1474, and it uw.ar. me six years to f d a dagnosis. ! fet;lie a 30-year-ol4 Napped !r. an 80-year-
old body, and it was wry discouraging. I didn't folly realize what a huge personal
aorxirrtP!ishrnem it was;ust learning Wive, with rrty pain unto after my diagnosis when I took
pan in a pain manspernent program et the Cleveland Oinic. Rothe very first time, i knew i
wasn't the oniypersrn in the world with: this icnr,' of pain. Bebre going than. t solated anal shut
nr/setf cFfrorn my family and friends The program aught me howto Ire wM my pain,
pmvidingthe seif-rnaragerriertskills: netted to live a full4e in siateof my pair.Thevaiwation
end supvonof others who iced with pam,n Is a critically mmoodant step it learning IC rove wrh pain.

Ifoundc~dit•.:kr. iLSPt^t:. €;?»t^-=559:sa'3.•r(ACPA)1n1980toprovide that comfort lot
peciple iMng with pain. When u left my pain management pr5gramrl was eager to maintain MY
welhte:s and not aliew pain to rule my ll.e again. I Placed a notice m ri f ctw ch tri8etin and
quickly loud others in similar situations one support groats gc ekiy b osso:ned Into ''manly.

Today. tie ACPA organizes severdf hundred suppor, groups,asweli as providing resou ces ar d
took to help prxh Ae mar ige'their pain. sYe offer<,ae,::t+~,s'rieaFi u+ r, ra,4 to help people talk to
their docmrs a;«tt pain, ka.lrir;a Nom mbretha'r 3C yeas oT supporting peoi•kt with pale and

i5imfnpatian about chronic pain treaAnert.

r, is anssibte to five Gfe beyond sirnpty ratittingwith pain. W[th a batnnrtd approach tr, pain
management that mayindude med:caWN but also teaches you to listen to your body, managa
'stress, paceacttyitces, and understand yn.iremnflons, you can live Duffy To End toolsand
rem ri,s orrnrnactwfth ahem IMrg :with pain, visf:,'v vnw'tgFtaur..4rg.

Abed Me Aathntt verno.y.Cawan

Penney Cowan is tie founder and Chid Exacuthre'Meer of
the A-stx'^;  Xas,Cdernzk. N—M S. ;xrs lairs ,,,;fs.«mtrv̀. She
herscif is a person with cnrcoic win and estobllshed the
ACPA in 3980t,) help etreers E-Ang otth thecondieon. The
ACPA provides peersupobn and education in pain
nianagernentski!ts to pebplew:;h.pain and the:rfamYies
Thep['iJtaiso wxks to auitd a~areness abrwt chronic pain
amargprotessiortals, decision makerrsand the general
public

Site served as: Comur••er 8epresenWive for the I MICDER A,iest-hetic and Analgesic Drug
Products Advisory Committee (AADPAQ tot 2012 and was appointed to Interagency Pair.
Research Coordinating Committee of the National Institute a Health frfm 20:3 to 20 15.

Cwva:t ihegdn lute x"tar roar z Tc: it:~.si^<:~d.:x-iii:me ?six ur.!F»ig,r i:p 2002 i:: an M[•nrpF U.: ,Pisa
awareness about eke need to better undia-starrd, assess, arid treat pain- T here are more than 80
partner orgofozaticrhs. The carlpalgn, under the directionntiheACPA, ,uc=nsfWIy-.%tnb:*hrd
Septerreter as. Pain Awaveress Mor:fh.

Teva Pttamaceiitirafs reviewed and edited this postprior to publication.

:mind support Fbi n3vional the.;
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and resources aimed at helping healthcare
professionals navigate the complex pain care
landscape.

Page Key Words Pain, chronic pal n, pain care, healthcare
professionals,_ tools 

Confidential TEVA MDI. A 00765998

P-2798700085



2.==--

Healthcare Professionals
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A Multidisciplinary Approach to
Managing Chronic Pain

Whiie there ?re a var:ely of options available mtreat chronic pain, :t usually cannot t e cured, only
manazed-' There isn't one rigfrt wayto trrrat pain'

Approaches to Pain Managernent

Managing Chronic Pain
The pain experience is indiildual. Chronic pain isdefined by the international AWCiation for the
Study of Pain as a persistent pain that is not amenable, as a rule, to treatments based upon
specific remedies or to the routine methods ofpain control.'' R's a serious medical mnditiv.
that. may greatly affect people leaving them unable to work, maintain relatlonships, or
participate In dafly.tasl 

'

...hrnnic ruin can nffi> .t anynne. The- tnstitrrtnnfMt!rlicine estimared than tl4 million Ameri:an
adults are impacted by chronic pair,. which includes people who reported having *severe porn,
moderate pair., joint pain, anMtis, or functional limitaton."r

The Role of Opioids in Chronic Pain
Management
Prescript=on pain medications, s.,ch as oploids, may be an appropriate treatment option for
people whose chronic pain is not adequately managed by other methods.` Opiolds are an
important option for the treatment of certain types of chronic pain!'
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Pain Matters ( Understanding Opioid Abuse

Understanding opioid abuse and the appropriate
role of opioids is key to creating strategies that
lead to appropriate use of prescription
medications.
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Understanding Opioid Abuse &
Misuse.
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Abuse is 3 nonmedical use of a drug, repeatedly, or even sporadically, for the positive
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Pain Matters is committed to providing the
resources and guidance needed to mitigate opioid
abuse, misuse, and diversion.
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Pain Matters provides information and resources
to educate healthcare professionals around
strategies and studies that address oploid abuse
potential.

Page Key Words Pain, chronic pain, healthcare professionals, opioid
abuse, resources

Confidential TEVA MDL A 00766008

P-2798700095



0.

Advancements in Opioid Abuse
Deterrence

Evi:;Mr-g Strategies Address Abuse Pcrerrial.

NabiateNtow florcr.t.al

le0p.0"Opes

It it NrM

Category --; Law-miry Malipule(ion and Ecwtion SEudles

C=ipary 2: Pianyaob4W* Vidres

QT.#xy 3, 01,41 ANsc Q"Vaa. Studic,

k.m.— —J,v—kAae

cam,exy 4; pos—xw.. st-jdes

k

. i -%,ging Fw Ak k:Nwerwr Onbid 1 o—u aforS

—.w

Confidential TEVA—MDL—A-00766009

P-2798700096



Visible to Users Invisible to Users

Page URL www.painrnatters.com/healthcare-
professionals/u nderstanding-abuse-deterrence-
technology

Page Title Tag (Limited to 65 Characters) Pain Matters ( Understanding Abuse Deterrence
Technology

Page Description (Limited to 150 characters
including spaces)

Watch this video to learn more about abuse
deterrence technologies.
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Pain Matters provides people with pain
information for working with a healthcare tearn
and guidance about safe use, storage, and disposal
of opioid medicines.
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Pain Matters ( Understanding Chronic Pain

Understand the differences between acute and
chronic pain.
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Pain Matters provides guidance about working
with a pain treatment team and different types of
pain management.
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Pain Matters ( Prescription Opioid Medicines

Find answers to your questions and information
about prescription opioid medicines for people
with chronic pain

Page Key Words Fain, chronic pain, opioid, prescription opioid
medicines, information

Confidential TEVA MDI. A 00766024

P-27987 00111



--"A 1%

AP " " %P "Ap %

............

..........

P,eSuipi-ion Cipf"Ad kIed-*--c;T-ies-

V411,3Z,(ou We.-)d to koww

d'ZA'P.044mom. INAke~,.iM j(),:.c;pa& I-II,.'

44. POL ..

Wt, y &-cr rr—.Avlrticr drug ttrttsr rztter to -ret

Abl— h. —Akk — .1 . d,., -,t -dI, ., —, ,—d— t1,. f-
PWjQN*MtW*wIFm kgw*duus, r r ': .. a , ~ .~ : !r I ~ . , .1

vitac3a) J,> toxep;cath.,.-bk zQbv,-zl

ftPtel-te h otnqvomito

pmLer-p(me pwple-ft%s"

U4,0 
'a 

wow 0.1`1111ire

Confidential TEVA—MDL—A-00766025

P-2798700112



Visible to Users Invisible to Users

Page URL www.painmatters.com/people-affected-by-
pain/appropriate-use-storage-disposal

Page Title Tag (Limited to 65 Characters) Pain Matters ( Appropriate Use, Storage &
Disposal

Page Description (Limited to 150 characters

including spaces)

Pain Matters provides information on appropriate
use, storage, and disposal of prescription opioid
medicines

Page Key Words Pain, chronic pain, opiold, opio d disposal, oploid
use

Confidential TEVA MDL A 00766026

P-2798700113



ax x

PA I F)
CCINNECT WITH TIKE PEALTKAIRE   I PEOPLEAFECTU VIDECS&

COMMU-01Y PROFESSIONAUS 
3

V 3` ?A;.?, DOe,'M SADABLE

t .j "kAfteb4hyftft; IkV.100U. WWZDftpI"

PEOPLE AFrFCrFD 6
PAIN Appropriate Prescription Opioid

Oedication Use, Storage & Disposal

Using Prescription OpicidMedicines
Appropriately

Fallowing stori,F.,.and lipm -ijqy -.,c-.j,)r P,30plpif*~

modicat cns is :"[P() Md*a1fKt".3 Rerember.Cit. drug abiuse is a s6fkusfu
the Penn S tIv 0,11vnewho

USE",

- Hide or "eck j? opio4 .edicati,s I* awid =. s. by 01 iICL5,XUC-5

1eeep Ow., 041yme, lo. •.  Ilse

,r. A, ormm,*d andlb,,vve the w.

pr"a1pV,pf,xugd7

Next Sit"

pqj SK3^,Mtajk

!oi pe,;plp ,,I h p- o fi-e ri~, c4 uieY 6iAvir, dreg
1Y us,,;M 1 M 'AfvP

4

Confidential TEVA—MDL—A-00766027

P-2798700114



Visible to Users Invisible to Users

Page t1RL www.painrnatters.com/tools-resources/

Page Title Tag (Limited to 65 Characters) Pain Matters I Videos and Downloadable Tools
Page Description (Limited to 150 characters

including spaces)

Pain Matters provides resources to help both
healthcare professionals and people affected by
pain navigate the complex pain care landscape.
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Find tools here to help grow your understanding
of the evolving pain care landscape and to share
with your patients.
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By registerng to be a aaA o` the Pain Matters commur iry, you'€€ be recetviag news,
information updates; arui .he latest resources right In yourinbox. Sign up today€
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Areyou s person €lvirgw€th chronic pain, fanf€ member, Healthcare profet-~siora€, or
other?'
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❑ l am:o Heeltf v* P•rmi1eftk:inet_

❑ Yes,  I'd iike to receive i~ complimentary UVD of the Pan Matters
documentary.

Privacy Statement
Your privacy is imooront to us and the information you provide will he handled in

accordancev,ith our privacy notice.

Piease read tie foiiowing paregvaph carefu€lyard check the box.

f understand that the €nfarmaton I provide maybe used by Teva and it business partners
for rrarketing purposes, and it may be used to provide me with information about pain,

Teva's products, and educational materials that maybe of interest to me, and to develop

future products, services, and programs

I confir:rt that t arr. 18 years ofao or older and m consent tothe terms ofthe
❑ Privacy Pobcy: I undersand that I may also w=thdraw my consent from

receiving emai€s 1mi:a.
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i~POF ESSIONIALS.
MATTERS

PEOPLE AFFECTED
BY PAIN

VIDEOS &
DOWNLOADABLE

TOOLS

Haana i Register for News & updates

Tha.-/\You for aegis
trom P-6-in Matters

e, i ,or Jc

1sou're now signed up to receive helpfu l information from time to time that will be delivered right to your i nbox.

Teva Pharmaceuticals is dedicated to providing ongoing suppoit, information, and resources for healthcare
professionals, and patients iivingwith pain.

Thank you for using our Website.
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Mmes/ e,derVo CkW-FtheftM?fthCoen tM

Order You r Copy of the Pain
Matters Documentary

: hankyou for-yr ur,nterest :n receiving a DVD copyofthe Prase k2tten; docuumenary.
Please provide your contact information to receive your copy by mail.

' r*nae-%A rrrl:fired field

Firs, Name

'Ernait4

17, +.,i.

Confirm Ernafl*

t rcoii

Are you a person fiving with cfxonic pain, family member, healthcare professional, or

other?, 

tt
faersan -v-1n vrthcitromiepafn° 

❑. lam a Healthcare Professional

❑ Yes,:'d like, toreceiWaCWTIpfimentaryDVDofOiePuinMutters
documentary.

Pit . .
Your privacy is ImporamPto-us and the information you pros de will be handled in

accordance with cur privacy notice.

Please read the following paragraph carefully and check the box

I understand that the Information I provide' may be used by Teva and Its business partners

formarketi rig purposes,andiitntaybeusedtoprovidemewi iinformatio-about pain;

eva's products, and educational materials-hat maybe of Interest-o me, and to 'develop

future products, services, and program

I confirm that 1 am IAyearz of agPor older and I consp.nt to the terra; of the
Pr':vacy Po icy. I understand th;r. i may also: withdraw my mn!wnt from
recevingemaiis tarp.

SUBMIT
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CONNECT WITH THE.
COMMUNITY

HEALTHCARE
PROFESSIONALS

PEOPLE AFFECTED
BY PAIN

~arc.t;

VIDEOS &
DOWNLOADABLE

TOOLS

H-3me i Order Your Cops of the Pain Matters Documentary

Yo u r co:) y of t -i e Pohn Mutters
c o c u m e g ta ry i s o"" Dc-:, wa y.

You should expect to receive your copy of the Pour-Matters documentary in the mail. You.will also. e eive helpful

information from time to time that evil l be delivered right in your ihbox as new resource, become available

online.

Teva Pharmaceuticals is dedicated to providing ongoing support, information, and resources forhealthcare
professionals and people living with the burden of pair.

Th.ankyou for using our webske.

Relurn to wwwpaiv at ers.com 
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Download Your Copy of the
Clinical Presentation On the
Evolving Science of Abuse
Deterrence Technology

Thankyou far yourinterest in dWtoadingthis clinical p-esentadcn. Please prowdeyour
contact information co begin your downioad.

Denotes a required field

First Name*

Last Name

!a:_tN❑Tc

Email'

Confirm Email

Are you a person living w rn chronic painjamlly member, healthcare professorial, or
other?`

f Person l'vfngwfthchrolicpair `:

❑ lama  Healthcare Professional

❑ ) I'd like to receive a complimentary ND of the Pain dfatreB
documentary.

Privacy Sttrtentmt
Your privacy is important to us and the information you provide will behandled in
accordance with our privacy notice.

Please read the following paragraph carefully and check the boot

I understand that the information I provide may be used byTeva and its business partners
for markeing purposes, and it maybe used to provide me with information about pain,
Teva's products, and educational niaterialsthat maybe of interest to me,'and to develop
future products, services, anal orograms.

I confirm that I am 19 years of age or olderand 1 consent to the terms of the
❑ Privacy Policy. I understand that I may also withdraw my cnnwnt fmm

receiving emails here.
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BY PAIN DOWNLOADABLE

TOOLS

Ham ; Downtoad Clinical Presentation Thank You

~ YoL, for~ ► ~~~j n i i r. ~.,~ r `
of a Ali Heal Presenta-%toi on tie
Evo[vi.np~eience AouSe -jeterrence
ec-,-ilo~ORV

You will alsa receive helpful information from time to time that will be delivered right to your inbox as new

resources become. available oiline.

Teva Pharmaceuticals is dedicated to providingongoing support, information, and resources for healthcare

professionals and patients living with the burden of chronic pain.

Thank you for using our website.

Return to Mfr w.p A4Ljr erg.00M
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aMltl $IprtY~.y'„yKAp

Share Your Thoughts With
CJs!

As .a member of Cie pain community, we undersand that you are an eKperton the
comple itiesandchallengesoflivingwithpain.Wearevreresredinhenn;yourthoughts
and feedback on how we can cominJeto provide Information and ramroes to support
the pain community. Please provideyour contact information and share your thoughts
below.

' Denote a required field

First Name

!°i striuf}e

.6as(~Neme.':

1041 iarne

Enrall

anti

cortlkm,ERlal1

Are you a person Il Angwith chronic pain, family member, healthcare professional, or
other?*

Peraw U*.& wkitchnYMc paid

❑ lama Ne&thaweProlessionai

❑ yrs, I'd like to reaewe a complimentary DJD of the Pi inMotters
doc.,menwry.

Wa'IIPin=prkctetl inynoir frpAharr.! vfiztaAAitirnal mal,tw7FR ~twi inklr[nAten ttMrN pain

Masers p ov de?

❑ Diagnasficresourcea`ordiWians ❑ Muttidisciplinarytreatmen_approaches

❑ SO aw—sment tooisfor people alrected by pain ❑ Abuse mitigation resources

❑ Discussianguides .❑ Uitornation on abuse dowrenee technoiogles

lrivaejstift wttt

Your prkecylsirtportant teus and the lnformatonyou pro'Adeviriii be handled in

accordance with Dur pduacy mice.

Please read the tollo*ing paragraph catetully and check the Cox.

I understand :hat the Information I provide maybe used byTew and Its business partners

for marketing purposes, and it may be used to provide me with information aboutpain,

Teva's prodl+a%olieducational materials that may be of interest to me, and to develop

future prodtaft1mvrices, and programs.

I oongnn that I am :8 years of e or older and I consent to the terms of the
❑ Privacy policy. I understand that I may also withdraw my consent ~rom

feceivingemalslt- ~,.

SUBMIT
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Name; insights Thank You
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PAIN
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PEOPLE AFFECTED VOEOS &

BY PAIN DOWNLOADABLE
TOOLS

'i g u r ns) g h t s

You will also receive helpfut infrirmation from ti,, ne to time that wi [[be delivered ri ghtto your inbox as new

resources become available online:

Teva Pharmaceuticals is dedicated to providing ongoing support, information, and resources for healthcare
professionals and patients living with the burden of chronic pain_

Thank you forusing our vvebsite.

Return try www.painmlatters.+com 
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Visible to Users Invisible to Users

Page URL www.painmatters.com/glossary

Page Title Tag (Limited to 65 Characters) Pain Matters I Glossary
Page Description (Limited to 150 characters
including spaces)

Pain Matters provides a list of common terms and
definitions used in the pain community.

Page Key Words Pain, chronic pain, Pain Matters, pain community,
definition
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You're now signed up to receive helpful

information from time to time that will

be Delivered right to your inbox. Teva
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and resources for healthcare
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Video Tags

Title: Pain Matters Documentary
Description: The Discovery Channel Documentary, Pain Matters, explores the realities of
chronic pain through the eyes of individuals who live with it and their loved ones, as well as
perspectives from leading national experts in pain management.
Tags: Pain Matters, chronic pain, pain management, living with pain, Discovery Channel,
responsible pain management

Title: Pain Matters: Ms. Generous
Description: The "Don't Think It Matters?" video series sheds light on how people knowingly or
unknowingly contribute to prescription drug diversion, abuse, and misuse.
Tags: Pain Matters, pain management, pain medication, responsible pain management,
medication storage, medication disposal

Title: Pain Matters: The Collector
Description: The "Don't Think It Matters?" video series sheds light on how people knowingly or
unknowingly contribute to prescription drug diversion, abuse, and misuse.
Tags: Pain Matters, pain management, pain medication, responsible pain management,
medication storage, medication disposal

Title: Pain Matters: Girls Night Out
Description: The "Don't Think It Matters?" video series sheds light on how people knowingly or
unknowingly contribute to prescription drug diversion, abuse, and misuse.
Tags: Pain Matters, pain management, pain medication, responsible pain management,
medication storage, medication disposal

Title: Pain Matters Documentary Film Clips
Description: Watch short clips from The Discovery Channel documentary, Pain Matters, to
understand first-hand what it is like to live with chronic pain.
Tags: Pain Matters, chronic pain, pain management, living with pain, Discovery Channel,
responsible pain management

Title: Introducing Pain Matters
Description: Watch an introductory video about PainMatters.com, a website developed by
Teva Pharmaceuticals to offer practical information and resources for healthcare professionals
and people affected by chronic pain as they navigate the evolving and complex pain care
landscape.
Tags: Pain Matters, Teva, health care professionals, chronic pain, affected by chronic pain, pain
perspectives, living with pain, pain care

Title: Abuse Deterrence Technology Video
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Description: This video provides an overview of the evolving science of abuse deterrence
technology.
Tags: Pain Matters, Abuse Deterrence Technology, chronic pain management, chronic pain,
opioid abuse, opioid misuse, FDA Guidance
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Hear from the Community

Now Survey Results Andress Rx Abuse, preserttec oy Bob Twilirnai, PhO

Check back ̀or regular upciatet from the pairs community;

I

"Chronic pain continues to be a serious issue for millions of Americans, and Teva is committed to
supporting responsible pain management that meets the needs of people living with pain and

healthcare professionals"1
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Sign Up
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At Teva Pharmaceuticals, we understand thatch ronic pain affects more than loom I I I ion
Americans.' It can greatly affect people touching many aspects of their lives, including their
physical health and ability to participate in daily tasks.'

Our Commit-rent to Pain Care

Teva is committed to supporting responsible pain management that meets the needs of people
living with pain and healthcare professionals treating pain. With a diverse portfolio and pipeline,
we are working to help advance treatments in pain management. Prescription opioid medications
are an important part of a treatment plan for many people living with chronic pain, but we know
that they carry a serious risk of abuse and misuse.2 Teva is equally committed to addressing the
serious problems of chronic pain and prescription drug abuse.

As part of our ongoing commitment to support healthcare professionals and patients dealing with
chronic pain, we are developing an innovative abuse deterrence technology platform to
address the challenges of opioid abuse and misuse.

To learn more about Teva and our commitment, visit us online at TevaUSA.com

https://web,archive.orglwebl201 5 1112 1 242401http://painmatters.com:801community-engagementlteva-pharmaceuticals-pain-management.aspx 1;4
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Sign Up

Community Collaboration

CNN

As a company, Teva takes this commitment beyond its products, leading education and abuse-
mitigation efforts. We're also working to develop educational resources and partnerwith a variety
of stakeholders. In this complex pain care environment, leva is focused on keeping patient needs
at the center of all we do.

The Alliance to Prevent the Abuse of vedicines
I n 2013, Teva became one of several leading industry stakeholders including the American
Medical Association, CVS Caremark, Cardinal Health, the Healthcare Distribution
Management Association, Prime Therapeutics, Millennium Health, and Kaleo dedicated to
developing policy solutions aimed to address prescription drug abuse. This non-profit partnership
ircludes perspectives from all angles of the prescription drug supply chain—from manufacturers
to distributors and pharmacies to physicians.

Next Steps

Go to Healthcare_ Professionals,

https://web.archive.org/web/20151112124240/http://painmatte rs.com:80/community-engagement/teva-pharmaceutica is-pa in-manage m ent.aspx 2/4
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Related Content

Understanding Chronic Pain
Watch the Pain Matters documentary to learn about the impact of chronic pain

Tools & Resources
Use these tools and downloads to learn more about responsible opioid use

Opioid Abuse Deterrence Technology Guidance
Recent FDA guidance on evolving opioid abuse deterrence technology
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Physicians and People Affected by Chronic Pain Open Up About Rx

Abuse

P,escription drug abuse is a serious public health problem that is having a significant impact on
our society and more directly, on the relationships between people affected by pain and their
physicians. New survey results shed light on the challenges that exist in this evolving pain care
landscape. How do clinicians and people with pain balance the need to talk about the impact of
pain on everyday life and the risks of abuse and misuse associated with prescription opioid
medications? These survey results reveal that both clinicians and people affected by chronic pain
recognize their important role in helping to reduce the risk of abuse, but feel that discussing the
topic can be uncomfortable. Clinicians and people with chronic pain agree that information and
practical resources that help address this complex problem are greatly needed. Dig deeper into
the perspectives of clinicians and people affected by pain through the survey-results infographic
below.

Clinicians and people affected
by pain open up about Rx abuse

https://web.archive.org/web/20151018122647/http://painmatters.com:80/community-engagementtsurvey-results-address-rx-abuse.aspx 1/4
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addition to a resource section specifically designed to support people  affected by_pain.

About the Survey

A new survey conducted on behalf of Teva in partnership with the U.S. Pain Foundation and the
American Academy of Pain Management explores issues impacting the pain care landscape. The
survey included 1,100 prescribing healthcare professionals and 1,044 adults with chronic pain
taking medications to manage their pain. The survey was conducted from January 21 to February
10, 2015.

About the Author: Bob Twillman, PhD

Bob Twillman, Ph.D., is the Executive Director for the American Academy of Pain
Management. In that capacity, Dr. Twillman is responsible for overseeing federal and
state pain policy developments and advocating for those supporting an integrative

approach to managing pain. He also serves as Chair of the Prescription Monitoring Program
Advisory Committee for the Kansas Board of Pharmacy. Dr. Twillman received his Ph.D. in Clinical
Psychology at the University of California in Los Angeles, and maintains a volunteer faculty
appointment as Clinical Associate Professor of Psychiatry and Behavioral Sciences at the
University of Kansas School of Medicine in Kansas City, KS. Prior to taking his current position, Dr.
Twillman was a full-time faculty member at the University of Kansas Medical Center, where he
founded and directed the inpatient pain management program and was a co-founder of the
hospital's Palliative Care Team. He has been actively involved in pain policy through his work with
the Alliance of State Pain Initiatives and the American Pain Society for many years.

Teva Pharmaceuticals reviewed and edited this post prior to publication.

RELATED STORIES

March 2015
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Related Content

About Pain Matters
Find support for navigating the complex and evolving pain care landscape.

Pain Matters Documentary
Discover the impact of chronic pain through the lives of people with pain and their
loved ones.

Teva's Pain Care Commitment
Learn how Teva is supporting responsible pain management.
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The Role of Government in Mitigating Opioid Abuse

Due to the complex issues surrounding opioid abuse and misuse, various national and state
programs, policies, and laws have been put in place to help mitigate opioid abuse and misuse.

Prescription Drug  Monitoring  Programs  (PDMPs)

Controlled Substance Scheduling

Risk Evaluation and Mitigation Strategy_(REMS).

Prescription Drug Vonitoring Programs (PDVPs)

PDMPs are in place in 49 states to help detect and reduce the r'sk of diversion and abuse of
prescription drugs at the practice and retail .evels. These state programs allow for the collection
and analysis of prescription data .17 Proactive reporting through the use of PDMPs can help18:

• Alert prescr'bers and pharmacists to potential prescription opio d abuse or diversion

amorg thei i patients
https://web.archive.org/web/20151006011401/http://www.painmatters.com:80/healthcare-professionals/abuse-mitigation-programs-policies.aspx 1/5
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Schedules of Controlled Substancesl9

T he DEA plays an important role in mitigating abuse and diversion of opioids. This federal agency
enforces the controlled substance laws and regulations in the US, including the scheduling of
controlled substances, such as opioids.19 Controlled substances are classified into five categories,
or schedules, according to the accepted medical use and the potential for abuse.19 Schedule I
drugs are considered the most dangerous, while Schedule V drugs are seen to have the least risk
for abuse lg Prescription opioid meaications generally fall under Schedules II and 11 1.19

SCHEDULE &DESCRIPTION

1

11

III
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I n addition to classifying potentially dangerous substances by schedule, the DFA's Office of
Diversion Control requires physicians who intend to prescribe scheduled (controlled) medications
to register in the state where they obtained a valid medical license .20 The goal of this initiative is to
detect and investigate diversion of controlled substances from legitimate sources while ensuring
an adequate and uninterrupted supply for legitimate medical, commercial, and scientific needs.20

Ris~ Evaluation ant vitigation Strategies ~Evs)
REMS are requirements set by the Food and Drug Administration  (FDA) for pharmaceutical
manufacturers to help ensure that the benefits outweigh the risks for certain drugs.16 There are
several components of RFMS that can be used by the pharmaceutical industry, including one or
more of the following 1&:

Medication Guides or Patient Package Inserts

• FDA-approved instructions for appropriate use and instructions for patients focused on avoiding serious

adverse events

Communication Plans

• A comprehensive plan for providing healthcare professionals with education, information, and increased

awareness of risks associated with a drug

Elements To Assure Safe Use

• Some products are required to nave additional actions that healthcare professionals need to execute

prior to prescribing or dispensing the drug to the patient, known as Elements To Assure Safe Use

(F?ASU)

Implementation Systems

• When ETASU are required as part of a RFMS program, the FDA may also require pharmaceutical

companies to create a plan to ensure prescribers are corn plying with ETASU

hftps://web.archive.org/web/20151006011401 /http://www.painmatters.com:80/healthcare-professionals/abuse-mitigation-programs-polides.aspx 3115
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Assessment results maybe used to modify the RFMS, or even eliminate it, if the assessment shows

changes are needed or that the REMS have met its goals

Next Steps

Go to Opioid_Adv_ancements in Abuse Deterrence N
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Key Stakeholders Are Vaking Strides to Mitigate
Risk
As part of the pain care community, we understand that weak have an active role to play to help
advance respons ble pain management and abuse deterrence. 13 in a recent statement on
prescription opioid abuse, the FDA underscored the need to work together to invest in strategies
and responsib:e approaches that deter or mitigate abuse while preserving access to pain
medications forthe patients that need them most.13

hftps://web.archive.org/web/20151025111 739/http://painmatters.com:80/healthcare-professiona Is/multifaceted-approach-to-abuse-deterrence.aspx 1/5
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Healthcare Professional Training and Education

The FDA has identified three key ways prescribers can help curtail the US opioid epidemic 13.

• Ensuring that-they have adequate training it opioid therapy

• Knowing the content of the most current opioid c,rug labels

• Educatirg oatients about the appropriate use of ooioids, their potential r sks, and prooer disposal

techniques

Understanding Appropriate Use of Pain vecications

https://web.archive.org/web/201510251117391http:/!painmatters.com:80/healthcare-professionals/multifaceted-approach-to-abuse-deterrence.aspx 2i5
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understanding and following appropriate use, storage, and disposal instructions could help
reduce the risk of abuse and diversion. The American Academy of Family Physicians has provided
general  guidance and helpful tools on the appropriate use, storage, and disposal of opioid
medications.is

Resources are available to help educate around the appropriate use, storage, and disposal of
prescription opioid medications.

Policies and Programs Provide Guidance

There are many government policies and  programs in place to help address the opioid abuse
public health issue. Laws and policies of today must simultaneously prevent abuse, addiction, and
diversion while allowing and supporting the legal use of prescription drugs by those who need
them.4

Advocacy Organizations Offer Ongoing Support

Public education programs engage local healthcare professionals and antidrug coalitions to
promote and distribute public education materials supporting the appropriate use and storage of
prescription pain medications and understanding of the associated risks of abuse and misuse.3

https:llweb.archive.org/web/20l 5l Q25111739/http:l/painmatters.com:80/healthcare-professionals/multifaceted-approach-to-abuse-deterrence.aspx 3/5
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Pharmaceutical Industry Drives Evolving Technology

7 he FDA also encou rages the ongoing study of abuse deterrence technologies for prescription
opioid medications. Currently, the concept of abuse deterrence is viewed as the introduction of
some limits or impediments to abuse, as opposed to the outright elimination of abuse.-5

At Teva Pharmaceuticals, we take our responsibility to help mitigate the risks of abuse seriously. In
2013, we partnered with five leading industry organizations across the prescription drug supply
chain to form the Alliance to Prevent the Abuse of Medicines. We are dedicated to raising
awareness of the risks of opioid drug abuse.

Next Steps

Go to Opioid Abuse Mitigation Programs & Policies

0

0

Related Content

Managing Chronic Pain
Find information on treatment options for managing pain

Opioid Abuse Mitigation Programs & Policies
Opioid use and abuse guidance from state and federal governments

Advancements in Opioid Abuse Deterrence
New strategies address abuse potential
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More than 12 million people reported using prescription pain medications non-medically in
2010.10 That number encompasses both abuse and misuse. The abuse and misuse of
prescription pain medications were responsible for more than 475,000 emergency
department visits in 2009, a number that nearly doubled in just five years.10 Further, opioid
overdoses in particular are increasingly due to the abuse of prescription painkillers.3

Opioid Abuse

Abuse is a nonmedical use of a drug, repeatedly, or even sporadically, for the positive
psychoactive effects it produces.11 The most common form of opioid abuse is swallowing a
number of intact pills or tablets to achieve a feeling of euphoria.5 While this is the most
widespread form of abuse, opioid analgesics can be abused in a number of ways5:

• Swallowed whole

• C'ushed anc swallowed

• C-ushed anc snorted

• Crushed and smoked

• Crushed, dissolved, and ir;ected
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Alcohol-induced dosed umping, or the associated intake of alcoholic beverages together with oral
controlled-release opioid formulations, is another form of abuse that may result in an
uncontrolled and immediate drug release. 12

aDIO1C V isuse

Misuse is using the prescription drug for a reason other than for which it was
prescribed." The key differentiator being the drug is not being used for an intentional high, so it
is labeled misuse rather than abuse. Misuse can also take many forms, for exampled:

• Using a drug for a different condition than that for which the drug is prescribed

• Taking more drug than prescribed or at different dosing intervals

• Using a drug not prescribed for them for other therapeutic purposes

Next Steps

Go to Stakeholder Efforts in Opioid Abuse Deterrence

0
Related Content

Understanding Chronic Pain
Watch the Pain Plotters documentary to learn about the impact of chronic pain
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While there are a variety of options available to treat chronic pain, it usually cannot be Cured,
only managed.6 There isn't one right way to treat pain.

Approaches to Pain Wanagement6j

PHYSICAL THERAPY

COGNITIVE BEHAVIOR THERAPY

PAIN MEDICATION
(RX AND OTC)

SPINAL MANIPULATION

9 ft. -
1W
ACUPUNCTURE
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The pain experience is individual. Chronic pain is defined by the InternationalAssociation for the
Study of Pain as "a persistent pain that is not amenable, as a rule, to treatments based upon
specific remedies or to the routine methods of pain control"8 It's a serious medical condition that
may greatly affect people leaving them unable to work, maintain relationships, or participate in
daily tasks.'

Chronic pain can affect anyone. The Institute of Medicine estimated that 100 million American
adults are impacted by chronic pain, which includes people who reported having "severe pain,
moderate pain, joint pain, arthritis, or functional limitation"'

The dole of 03ioics in Chronic Pain vanagement

Prescription pain medications, such as opioids, may be an appropriate treatment option for
people whose chronic pain is not adequately managed by other methods.2 Opioids are an
i mportant option forthe treatment of certain types of chronic pain.9

Next Steps

Go to Understanding Opioid Abuse

0

0

0

Related Content

Tools & Resources
Use these i.00ls and downloads to learn more about responsible opioid use

Understanding Opioid Abuse
Statistics and insights into opioid abuse and misuse

Opioid Abuse Deterrence Technology
Advances in technology address the challenges of opioid abuse
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Media/NPP Q4 Incremental &Tactics Overview

• Total 2015 budget $998,750

— PO# 42190546 $483,750; PO# 42206449 $515,000

• Q4 Incremental: $265K

• Incremental investment allocation started 11/16/2015

— Media Channels Breakdown

• Print: $50K

• Paid Search: $95K

• HCP/Digital Promotion: $120K

• NPP: An additional Doximity Doc News Alert was deployed at no additional cost December 2015.

Performance results for that alert will be available in the first week of February 2016

HCP Digital/Rich Media
Display

".itj~Ib/yW^.

~r?lsti~c 4dmYt3alhx

;tr.:Lrots~T. ek:-r:e4:

K~s,1'7aJie6C.0 ia[.1%q~c

~wrjga:~Y4 M>»wkxla'

Paid Search NPP (Doximity)

2

Highly Confidential

PAIN

M ATTERS

TEVA_MDL_A_08657219

P-2798700286



Pain Matters Website — Media Spend and Traffic
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• Traffic driven by display/mobile decreased in October and December

50000 compared to September and November partly due to lack of activity in
mobile geo-targeting during those months

40000 • Mobile conference geo-targeting was a large contributor to

30000 Website traffic throughout the 2015 paid media campaign, with
traffic spikes occurring during Pain conferences in September and

20000 November

10000
Websde
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Q2

Website
Visits
Q3

Weusne
Visits
04

Website
Visits driven
by Paid Media

as a of
Total Visits

h Increase
in Q4 Vsits
vs. 02 + Q3

Display/mobile and paid search drove a total of 63,050 visitors to the Pain Matters Website
from 11/16 to 12/31, a total share of 95% of all traffic driven to the website during the same
period

• Overall, traffic driven to the Pain Matters website by paid media tactics in Q4 (10/1
-12/31) Increased by 84% compared to Q2 + Q3 (4/15 - 9/30)

• Traffic from the paid search campaign increased by 137% in Q4 and display/mobile
traffic by 25%, together accounting for a 84% increase in paid media traffic vs. Q2 +
Q3

Overall, website visits driven by the paid media campaign accounted for 84% of all traffic to
the Pain Matters website

• The campaign's average CPC was $6.29 for display/mobile partners. CPC increased slightly in
December compared to the previous months partly due to decreases in traffic driven by our
mobile partners, which had one of the lowest average CPCs of the campaign, and increases in
traffic driven by partners with higher CPCs, such as Specific Media and Adprime, which in turn
drove a more engaged and qualified traffic to the website

• Adprime and Specific Media (rich media unit) received 40% of the Q4 incremental

Highly Confidential

4'15 -12131
DisplaylMobile 7,186 17.648 30,94!7 3r/. 2S/.
Paid Search 10AN 17.022 64.993 53%. 137%'
Total Visits 17.62 34,565 95,990 84°x;, 34%
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Q4 Display/Mobile Engagement Performance
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Display/Mobile CTR and Website Engagements per Quarter

CTR —Engagements

0.13%

Q2

0.18%

Q3 Q4

DisplaylMobile On-Site Average Engagement (4/15 -12/31)

0.20%

0.15%

Medium Time Period visits
Avg.

Bounce
Rate

Avg.
PagestSession

Avg Time
on Site

7,165 70.76% 2.00 01:27
0.10M Display/Mobile 17,543 71.30% 1.78 01;30
0.05% 30,997 71.86% 1.70 01:02

Total 55,705 711.31% 1.83 01:20
0.00%

• Although overall display/mobile CTR decreased by 22% from Q3 to
Q4, key website engagements* driven by display and mobile partners

increased by 889,16 compared to 02 + Q3 (4/15 - 9/30)
• Q4 incremental spend in display/mobile drove a total of 2,729 key

website engagements on the Pain Matters website
• Overall, 19% of all traffic to key website pages within the site

was driven by display/mobile

Key Website Key Websile
Engagements Engagements

02 Q3

Key Webs ite
Engagements

Q4

Total Key

Webs ite
Engagements

DisplayNobile ST9 775 2,729

3,767 6,691 42,929

4,153

Overall Site Engagements 22,377

*Key website engagements are visits the Pain Matters website where HCPs visits any page with ADT
content, watches the ADT video, or downloads the "Evolving Roles, Same Goals" presentation

• Engagement metrics for display/mobile performed slightly
below overall site averages in Q4

• Q4 overall site average bounce rate was 69%;
average pages per session 1.96; and, average time
spent on site was 01:25 minutes

• This decrease was partly due to a lower percentage of new
users driven to the website during the same period

• The percentage of new users driven to the Pain
Matters website decreased 11% in Q4 compared to
Q2, when 84% of traffic driven to the website was
composed of new visitors (79% of the traffic in Q2
was driven by new visitors)

• Users returning to the site were less likely to
interact with the same content with which they had
previously
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Paid Search Engagement Performance

I ncremental Impact on High Quality

Event Volume*
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35%
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■ Forecast Delivery a Incremental Delivery

"Incremental flight dates: 11/15-12/31.
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High Quality Event Delivery And Spend By Quarter
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• Incremental spend delivered an additional 2,021 HQEs on top of the 3,696 HQEs forecast for 11/15-12/31.
• CPC did increase as spend increased, however CTR was positively impacted.
• General keywords such as "Pain Management'; and "Chronic Pain" benefited the most from additional

budget, driving increased clicks while also increasing CTR.
• Incremental spend also resulted in additional Sitelink conversions; Sitelinks served more often due to

improved ad position.

Note: High Quality Event (HQE): Advancements in Abuse page, Prescription Opioid Medicines page, Approach To Abuse Page,
Understanding ADT page.
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Campaign Total Spend: $160,018
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2015 Monthly Print Spend by Specialty (4/15 —12/31)
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• 1 additional print insertion was added to the 2015 Pain Matters campaign in Pain Medicine News,
Pharmacy Times, Practical Pain Management, and American Family Physician in December as part of
the Q4 incremental plan

• For the Pain publications, we ran 2 insertions in Q2, 2 insertions in Q3, and 3 insertions in Q4
resulting in a gradual increase in exposures of Pain specialists. For the PCP targeting, we ran 2
insertions in Q2, 1 insertion in Q3, and 1 in Q4, which explains why there was a decrease in PCP
exposures between Q2 and Q3 and a stable amount of exposures between Q3 and Q4. For the
Pharmacists, we ran 2 insertions, 1 in Q3 and 1 in Q4 resulting in a leveled amount of exposures in
each quarter.
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